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represents hydrogen or lower alkyl; and n is 0 or 1), etc. 



(57) Abstract: 4-(4-Pyridazinyl)pyrazole derivatives 
represented by the following general formula or salts thereof 
have an excellent p38MAP kinase inhibitory activity, which 
makes them useful in preventing or treating tumor necrosis 
factor- Of -associated diseases, interleukin-1 -associated 
diseases, interleukin-6- associated diseases or cyclooxygenase 
II-associated diseases: (I) wherein Q represented optionally 
substituted aryl, etc.; R 1 represents hydrogen, halogeno, etc.; 
R 2 represents hydrogen, lower alky], etc.; and R 3 represents 
hydrogen, -CH r CH(R 4 )-(A) n -Y (wherein A represents 
lower alkylene; Y represents optionally substituted aryl; R 4 
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( 1 ) 



m ; r 2 mr***^ R^i^mm*. -ch 2 -chcr 4 ) 

_ (A)n _ Y (:cT> h\t<m.7)\s*Vym, Ylifi^^nT^Tfeck^TU- 
-t°U^^-;u) t^v^i^ttXI**©*^ fcn/c p 3 8MA P*i—i£ 
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4- (4-tfu yv-fr) tr 7 v-nmm* 

TNF-a, IL-U IL-6MC0X-IIIt ±}^D77-^ 

15 flfcfr, £#ft©«* ©«ftK#&« p 3 8MAP^rt- tfti, £>&S©5i£ 
^fH^*«?ICfiHfefb'f*Ci*<»6n , r^*c NF-zcB, AP-K 

CREB«?Bm TNF-a, IL-K I L — 6> COX— I I %£\Z 

&muc&zmm®DNAK&&vmi*%:®m-?>&, mm&ftTv s smap 

20 RNA^e>TNF-a^©gfi^fiJ5$n5e Sfcs A>T *><DffiET 

IbRftfc fflfcm R N A tt N #f®E^J^o ijjg^ S d £ K «k 0 TOgi 

> MifiWfc? m R N A telSfgfi & jfg&l LT * ftfciRSiK: ft 5 . 
^©MH. C©W{Cfc^Tfe N TNF-a, IL-K IL-6. COX- I 

f^T^ C©p3 8MAP^t-^fitr«:iCJ:»)TNF-a, I L- 
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1. il-6s cox-i imom^m^ti^t^^.i>n, c©#x.«^o 

T. p3 8MAP^^— 4?M^TOt;*ftK&^<TNF-a. IL-1. I 
L-6. COX-I imcoMMim^^t^hmo^ ;^/-/HHP 
$|^S$tlfc (#J;U£. Bioorganic & Medicinal Chemistry, Vol.5, No. 1, 
5 pp49-64, i99?Rtf P CTHIR&HWO 9 3/1 4 0 8 1/071/* h«H> . 

li C 0 X - I I ££M30M\ T N F - a HM> I L — 1 HMf, I L - 
6H*fe*X»COX- I Iim ttftH«y*^*\ ^Sftffi^ 

»ftKlpS. f£iP> HIV. I»£U a v ^ * ° 

7 U 7. «^fiE(restenosis)> BTi&> ^'Jf^h-f 
X. jfo&fik #My?f(born resorption disease). Itffiffi^E^S 
(chronicpulmonary inflammation disease). 

15 #. & ^?-«S$. 9HIM % Wn PI*8»Jgl6Kfo ^ 58^ * 

y vm. mm, mm, sm> mmm^ *m*&* m 

^ft(muscledegeneration). jfaffK£. *R& 7^VX 

£8, frttftfe ^>-fe>^ IW« aMHMBEW*( I BS), fHt 

20 ^iSfcife. WMEfo&A-s =Hi> «. MIfi©S:S?(remissionof 

swelling). "WRWfe JMWfx fflWX«7 b tfH3^**©SLft 

i®:iSoT, p3 8map+^— mm^m^t^^mo^^v 
-mmmm^tifz <p cthr&wwo 98/5294 o^wo 9 8/ 

25 5 2 9 4 1^>7U7 h#j$) e 

*«lw»*^P 3 8MAP^rt- -tfPIWmB^ 
1-*5ao«tf5V-^;MBHW*«^ CPCTBfflR&HWOOO/S 9 1 
1 6RtfWO 0 0/7 5 1 3 1^/7^7 o 
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8 MAP**— tffiWftBWl/CfciK ^tUC^o* < T N F - a N IL-K 

il-6. cox- 1 i^osfeiaw^^wr^cii^^fflsnfce 




( i ) 



10 sS*, 

:>», i£»7JU3*">S, 77JV*;P**5/«, An^r>Mi7M 
AO^'>tti7JI/n^->S, v«7;i/*;i/75y*feU<« 
«7;i/*l/>v^*->ST«M$nTViTfeJ;^) X^tDTU- 
15 ;i/g£^bU 

R 1 AO^>If, th'D^>I, M7;P3*->S> 7 

20 ■ nWTfe£W£^7;^;i/*£3lfc>U 
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R 3 te&T © i ) ~v i i ) © T tl^ © S £S t> b 

i) tK^JI^ 

ii) (B»7;W*;Hi 

iii) -CH(0H)-CH(R 4 )-(A) n -Y 
5 iv) -CH=C(R 4 )-(A) n -Y 

v) -CH 2 -CH(R 4 )-(A) n -Y 

vi) -N(R 4 )-CO-(A) n -Y 

vii) im^ZUTJWVm 

7K?itIC^Xte»7;WI/»&»U nftOXttl»T« 

L^bT. [\m.7)V*)Vm ibTte. flirt, fcf^ xf-;K n-7°n 

h°;K -YV7°Pt:;K n-^f-;K ^VW, s e c-7*9S>K tert-^ 

ilT;l/^;Vf-«J <tbTii. $Rt*\ J3-)ls?jr^ xf;i/fts -fvyot°;l/ 
n-7*f-;u^«#^W^c:<t^T^§ 0 tic* HfiiR7;Mri/>a6J 
iUli, -CH 2 -. -CH (CH 3 ) -CH (C 2 H 5 ) - (C 
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H 2 ) 2 -. -CH 2 -CH (CH 3 ) -CH 2 -CH (C 2 H 5 ) - (CH 2 ) 3 
-CH 2 -CH 2 -CH (CH 3 ) - (CH 2 ) 4 -, - (CH 2 ) 6 -m*m? 

-7x^nt°;K 3-7x^;i/7n t°;K 4-7x-;l/7'f;K 1-i-yf- 

15 b Kn+<>I, «T;l/n^i/^ T^l/^M-*^^ /Nu>f>>fWgMT;l/-^ 

+ l/V^^^3|TgSI$tlT^Tt>«J:^) J t^X\t s ^Kli*»7 
x-;l/*; l~3i©A 0 y>I^tIil$tlfc7x-;HX1^7fjH ; t 

Ko^v'S, {SMT;i/3+vS, 7-5;i^;M-^i/^ ao^WMt^W 
20 & Aof>{t«7;^^->l, i?«7;l^^7 = ;ifei<i«m 

1/ ^>»£ilti£ft3 1 l®f ilT'f I $ tl/c 7 x ^-M^f 1/ & C i 
ftX%Z>o 

VfrLX, £ft<b®W$k7V-)\'mtl>X\$,m?Lli, 3-7;^D7x-;K 
4-7WD7i-;k 3 - ^ n □ 7x-iW 4-^no7x-;K 4-7a^e 
25 7x-jK 3-h Kn^>7x-;W 4~t Fo+->7x-;V > 2-^b^^7 
x-;K 3 h + ->7x-;K 4 K->7x-;W 4-<>^^->7 
X —;K 3-h'J7Wo^f^7x-;K 4-h'J7Mo^fJl/7x-;K ' 
3- h V 7Jls*uS ^>>7x-;k 4-h'J7Mn/h^>7x-;K 4- 
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i?y^;i/T^7x-;W 3, 4-^U>W->7x-;K 3, 
>m->7x-;K 2, 4-v^7Mo7x-;k 3, 4-^7Wn7x- 
;K 3, 4-^^on7x-;K 3-^0-4-7^071-^ 2, 4, 
6-MJ7Mo7x-;K 4 -7;i/*p*-7f-;K 2, 4 -^7;l/^-o^-75 1 

1-4 «W Ulo-o0i^ 5 U < tt 6 MSr?& *> L < te£3&5$© 

f^VX^Xk>^\ *©J;5^fo7'J -^©^"Cfcft © i UT 13> 
1 0 ^acfWSIJg^^ nig^ £ 1 Xtt 2 UBo-o© 

6 m^ts. v < i*-^©*SSfamf^S-e£> o t*£k: x *) 

7 x -;P36 tm& I/O vr J: t- ^B£StS36£3$tf SC^TlSo 

b^l/O Cft£© r^-roTU-^SJ £UTi^ h°o>J;K 71) 

;K ^x-;K 5 TV 'J ;K tT5 7 'J ;K ***-fr7 U ;W 4 7*U"7 U ;U> ^ 
15 77'J;K h>JT7y;K f-7^77U;K -rb^7U;w t°y^;K t°5-;W 
try = 7^;K t°U7*^-;K b°7v?-;K THft°-;K T7->-;W 7U-;k 
^ 7 f - 7x;K 7f 'J v 5 — ;K < > 7fx-;K ^ 7 7 7 5 — ;K ^ 7 K U JK 

<iv4> K y ;k -f 77*7 y ;k < >xw $ 7*7 y ;k ^ 7x^^-9-7 y ;k * 

77^77y;K -(V^y^K 77.7v^;k *^7 

20 y-;w ^y^-y-y-;K #;w<7y;u> 7xt>h'J^-;K r*y-7-;K 

60 tte^ r^n^>^M7^+^*J tutrix h'J7;i/Wf 

;K 2, 2, 2-F'J7Moxf;K 2 -7 onxf;l/Sf^|lf5Ci^ 
25 ££o 
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So 

C-f-Y-ra* ft£ rr >J ( c ©7 u £ «9 ^ o >f 

5 T'S&£*lT^TfeJ:^) J £UC^ 0£ U< te*fig|©7 x.=.;l/E ; 1~3 

7ju*;m, i&m7Ji=i*i'M, 7 =• & L< tt- h DP^Ilfni 1 & t 

on7x-iK 3-^ao7x-iW 2-7Wd7x-;K 4-7Wa7x 
10 -JK 2-7*a : e7x^;K 2-y^7x-;K 3-^f^7x^k 4- J 

f^7x-;K 2-^h + v7x-;K 4-^fi/7x^;K 2-7;;7x 
4-7;;7x-;K 2--fn7x^;K 4--f o7x-;K 2, 4 

-77nD7x-;K 3, 4-7^D07x-;K 2, 4-v^7Mo7x-;K 

2, 5-^7JVtn7x-;k 2, 6- < 77Mo7xc;K 2-?nu-4- 
15 7Mn7x-;W 2, 5 -^^f;I/7x-;K 2, 4-^/- h^->7x-;K 

4-757-3-/- fik7x-;K 3-^^-4-- fD7x-iHfW 

p^v'S. / h^>X, <ypfrjr*ism, h'J7;vtD^f;H^ h U 7;i/# 
20 . oyi h * VS^D 1 ^ f W > v?t+yS^bS«tl§ l~3l@©fi&STtt&$*i 
T^TfeJ;o^7x-;^> Xlie'j^^^W^O'fb^is HfcQ#4- 
7;^D7x-;u^£^fc-r*ir£©^ (I) ©fl:-£-$rc£>So 

XXte 7 5 y g£gfr-f ^©5$ ( I ) oit^-vh Z> o 

25 ^^fcfe^-cifft u^©-^©^^ RWfrmm^ u-jim, 
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Y <fc K> " u V vf»i^ T*g&$ tlX ^X t> J; ^ 7 * -;P££^*> U R 4 13 
ZkStiGFf U n i* 1 Zmfrt^®^ ( I ) Oit&toXhZ* 

g^fiWSJS&fW;: i & * tr 7 S 2 o© 

i\ f^T, #BJHB»fctetvt^ ft^^^cktf&fi^R^gMzig©^ 

&tc m&Mmz%vz>4t&®}%<Dm&K$s^x, R i &7mm**mt>i-®& 

Kit, 3 5 -&0tMQtftiR 3 l^tlWi^&©&fC^ 

15 LT^3fr#3£T£&^©T\ fi&tidf ©^ffii: l<Tte T3 ( 5 )-JXtt T5 ( 3 ) 
-J t^5^*ffl^T«E1-*o 
*5SBJ!»= J: e)ffiftsnsiiflBrt ( I ) ©rt£^©ft^J£ tTlis ^EHJfcfll 

4- (4-k°U ^S?-^) -3 (5) - (4-b'J7/l/tayf/l/7x-/l/) 
20 h°7V*-;K 

3 (5) - (3, 4-ifl/>^t^^7xz;l/) -4- ( 4 - 1° U ^>^;l>) 

3 (5) - -4- (4-f';^-;l/) h°7V*-;K 
4- (4-h°'J^-;l/) -3 (5) - (2-t'UvW b°^/-;K 

25 4 - < 4 - tf U ^S>-;10 - 3 ( 5 ) - ( 4 - k° U fcf? 7-;K 

4 - < 4 - 1° U jtV-jV) - 3 ( 5 ) - ( 5 - b° U 5 5>-;l>) h°5 V-;K 
4- C4- (3-^nnt°'J/y^) ] -3 (5) - (4-7Wo7i- 
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4- [5- (3 -7Wot'iJ^-;l/) ] -3 (5) - (4-7Mn7x 
3 (5) - (4-7Mo7x^) -4- [4- (3-tKo+i/b B 'J^ 
5 4- [5- (3-7;;f'J^-;l/)] -3 (5) - (4-7Mn7x- 

4- [5- (3-^<>^;PT5y fU^v 5 -;!/) ] -3 (5) - (4-7;M- 
D7i-;i/) t°5\/-;W 

3 (5) - (4-7Mn7x^) -4- [5- (4 -7 *-;P7 5 7 t? 'J ¥ 
10 ] t°7 7*~-;K 

4- [4 - (3-^7^;l/7 5 7 t°D^-;U) ] -3 (5) - (4-7;M- 
D7x-il/) h°7V'-;W 

3 (5) - (4-7;l'to7x-^) -4- [4- (3-^;l/«tryy^ 

15 3- (4-7Wn7x^;l/) -l-x^;l/-4- (4 - t° U ^x;U) k°5 
V"-;K 

3- (4-7;l'tD7x-;k) - 1 -t°d t>-4 - (4 - t°U b° 

3- (4-7iVta7x-;V) -1- ( 2 - h K u^x.^)V) -5- (3- 
20 7x^7°o t°;l/) -4- (4-t°U^^-;l^) t°^7-;K 

3- (4-7Wo7x^l/) -1- (2-hKnti/if;l/) -5- (2- 
/• h^-i/7x^;I/7Hr^;l/T 5 7 ) -4- (4 - try b°5v*-;W 

3 (5) - (4-7Mn7x-;l/) -5 (3) - (1-h Ko+i/-3-7 
x^l/7pk» -4- (4-t 0 l>y^;l/) t°5V-;K 
25 3 ( 5) - (4 - 7Mo7x-;l/) -5 (3) - ( 3 - 7 x-^7u hVL^) 
-4- (4-t°U^>>-;l/) t°^y-;K 

3- (4-7Wd7xz;i,) -1-7^-5- (3-7x-;V7^) - 
4- (4-t°U^^-;P) t°vV*-;K 
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3- (4-7Mo7x-;l/) -l-/l-j]/-5- (2 -/ 3 -7x-- 
;V7°nt» -4- (4-tTU^^-;W t°57-;K 

5- [3- (2-^dd7x-^) 7n£;l/| -3- (4-7;M-D7x-;l/) 

b°5 7-;K 

5 3- (4-7^n7i-;V) [3- (2-^f;l/7i^ 

7nt>] -4- (4-t:>;^-^) b°7 7*-;K 
3- (4-7Mo7x^) -5- [3- (3-^ h^v'7x^|/) ynt 1 
;u] -l-^;u-4- (4-hTU^s?-;w) b 0 5 7-;K 

5- [3- (4-75 7 7x-;l/) 7o hf;U] -3- (4-7Wo7x-^) 
10 -1-^^-4- (4-b°y^v»x,l,) b e 5 7-;K 

3- (4-7;M"D7x^;l/) - 1 - yfjb- 5 - [3- (4--fo7x- 
;P) 7ob;l/] -4- (4-b°'J^7x;l/) b°5 7-;K 

5- [3- (2, 4-'77oo7x^) 7nb°;l/] -3- (4-7MD7 

(4-b°uyi^;l/) t°^7-;l/^ 0 

15 imm®^ (i ) ©-fb^tt. *^ Jg^^sct^^. *om>mt 

striae ( i ) (Dit$m$, RWR J tifc$nstii0S 

20 ^#c#LT> .KT© (a) ~ (h) iZ&^&^-ttlfrOjj&TWk? 

( a ) : BMffRifc ( I ) »C*>l%TR 3 *<7j^^*S^-r*^©^ ( I ) ©<b£ 
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o 



5W> QWRHimBcoW^^'T^, 
Ox^/Wt^N, N-^^f;l/*;l/A7; K^^^I/T-fe^-^ (DMF 
DMA) ^^T^ 



10 ^SXteMv'? nTW^i^It)^®^ ( I ) 3$ 



H 2 N — NHR 2 



(in) 




( IV ) 



15 ©t°7y-;Wt£#&5$ 
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R 1 




( VI ) 



5 5$»k Qn r\ R 31 &DWMteiiijE0m£W<r^ 




( VII ) 



5$*. Q. R\ R 31 R^MPM(ifE©t!**Wt5, 
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( 1-1 ) 



X-R 21 (Viii) 
10 ( d ) : l ifEa ( I ) K&^TR^JC^Jf^^b&oR 3 #5$iii)©g 



R 1 




3S*K Q&tfRTOIS©!:^^^ 

15 Y-(A) n -CH(R 4 )-CHO ( X ) 

5$«K A. Y, RWnttltfiE©^!**^*. 
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( e ) : atfiBift ( I ) Cfe^TR 2 «7;^-OTI^C «k t> h Ko 



©tt-S^fufe^ ( x ) ©7;i/f b K-fb£to£fij£3 * 5 c: t k & 19 * c 
ffm a ) atrial: ( i ) k^tr 3 «iv)©S£^*>^§-£©:£ ( i ) ©ft 

10 £&w\ R 3 ^iii)©s«^-r^©^ (i) (Dit^m^mm^t^c 

( g ) : t iTia^t ( I ) {Cfe^TR 3 ^v)©*^^^*^©^ ( I ) ©ft 
R 3 ^iv)©S^W^©^ (i) ©^^*a7cgJE5Kft1"Sc:t 

15 ^ C h ) : f ifgBj£ ( I ) i:fc^TR 3 A^vi) ©s©i*i^t*^©S ( i ) 



R 




( 1-2 ) 




( XI ) 
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( XIII ) 



(a) (Cfcl%T> ^ (I I) ©i^yWb^fiDMFDMAtOS 




R 



( XIV ) 
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5$ (I I) Ox^y >lt&mzMi-?>DMF DMA(D&mm&te, — &fC N 5$ 
(II) <bx.$ j Wb-g-t 1 ^^/c DMF D M A W < t% 1=EJK 1RS 
L<tel~5^;K S&fcJfSLUil. 5-2. 5 ^©fgfflflt-r 5 C 

5 < LTs 5$ 



« (XV) ©^^{i^urrscii^ <^ ( I I I ) 

io -r^, ^ ( i ) {cfe^TR 3 ^*7j<^ii-?^g^-r^©s: ( i ) ®tt&vmzmz.z 

5* (XV) ©ib^tii^; (ill) ©b Wb£^X&-£©7jcfq$it©£ 
xf;l/x-f;i40i-f;l^ii ^y-;K 7°u^V -;l/^©7 

5$ (I I ) ©x^y Wb-g-fcfthrs^ (III) ©t Wb^feXii* 
©*SHfe©ttffiftl^ttN — 5$ ( i I ) ©x^ y Wb£ft l*^fct)3t(I 
I I ) © t K ^ V >fc^X\±Z(D7m®Z'p-fi < 1 1> 1 «F* U < B 1 - 
20 5 t;K S6»JCjf*U<ttl. 5-2. 5 ^©fgffift £-^3 C £j&<?£ £ 0 

1tjl2^ (b) KirS^X^ 5^ (IV) ©h 0 -5y-;Wb^i^ (V) ©t°U^ 

16 
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§0 £&fi£M\ »?k - 2 0 °C*>M& 5 0 °C, I?* \y < l±*#T?!rM£fflttffi 

5£ < I V) © t°5 '/-Ml^KWtSS (V) © h° U ^v 5 Wb^t/©M*U 
Httic^ 5$ (I v) ©t°7 7*-;Wb^l^;u^/c«9^; (V) © t? y 
ytt&tytk'pft. < £ t> 1 * u < tt 2 ~ 1 0 ^jioffifflfo ttz c 

10 #bn-SltfE^; (V I ) ©<t^f^ &^T\ K-fkgj^tcftrcitCcktJTO 
^ (v 1 1 ) ®tt&®\z$L%.z :t*<-c* *o 
tiffed (v 1 ) ©Yt£-t/©ftftR)£te. -fls^ #1*-^ 
y > N ff7 y v^©$tfbj<^8 ;^^op^>; * u a ^Afo^n 
yvfl^flsWWP©^^ Ells -^fc-7>#7^©#£T{c 

15 tf^tmso stw&gw^ ssr, 4 o°cfts^s^f©«&^ 

ut, ure^ (vii) ©ft£##£j£u co-fb-^jtts k 

9&&]&Kffi-ztKJ:t) < Xm&Stot-ttt (I) (cfc^TR 2 ^7jc^H^ 
20 (I ) <D4l&fo\Z.B££Z C t >^T§ So 

25 $l©S»£s L < tt 5 0 Vnm&fcM^<DM%Lffi&<DffimftC[>&&&M 
mtttte ( c ) K&U-SsS ( I - 1 ) (ott&®b.-$ l (Viii) ©«7;M=- 

17 
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J f-;l/*;VA7 5 F\ ^> f-;i/7Hz b7 5 K^©7 $ Kg ; OHf >> Wl/xV 
^©^jy£Ybfclt»©*T\ 7jc^Yk^ h y * a, * h y * at 5 K\ # y * 

A- t h*'> K^0^©#£Tfc?T9C£#*C£5o ilOfijSlCfc^TM 

io 5$ c i - 1 ) <D{t&bKm-z&, (viii) onmr KXttfi 

^7;^-;WN7>f K©ffiJBttett> 5$ ( I - 1 ) ©MK^fc 

ti, S (VI I I) ©ffiftr;^^^5-f KXttffiRT;i/+-;WN7^ K&4>£ 
< t$> *f*U<til. 05~2*;W *&»cjf*U<ttl. 1-1. 5 

15 fHa#& (d) Cfc^T. 5S < I X> Ott&mbft (X) ©T^-rb Hb£tf 

3g^©f7\ 5fc« (IX) <D4t&&^ m«n-y^;HJf-^A N t 
er t-yf^'Jf^ *'J>7A tert-7*h^>K\ 'Jf >7A '^V7* 
20 u h°;VT 5 K\ U f-tf A fcfx ( b U y t^> >J ;l/) T ^ FloMitlfflU 
»^(X)07^fk KYfc£&££JS3-&.5 frftSci an? $S 0 

affl^ mt, ws&k «t 5*astcfe^T« - 6 5 t#T©fii&w* t < . 

^©^©iS (X) ®7;vfb K^%t©SjStt-7 8°C^3§g^©iEfflft©S 

25 5$ ( I X) (Dftt&toKtttte (X) OJJl'Tt Nb£4&©«E«teM:> -15 
C 35 (IX) ©fl^l^l^/cDiS (X) ©7*ftF^m<H 
L<ttl~2*;K $ &lcff*L<ttl. 0 5~1. 5*;H5Hrt 
m:i^5o *^ 3£E£©4£flJSH\ -fc. 5$ ( I X) <D{b&%l 

18 
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5-1. 5*^©ISfflrt4:1"*Clt*<T*«o 

luE#i& (e) fcfeu-s^ (i-2) ©tt^tota; (X) OT^ftK^ft 

5 1u£2fj£ (f ) ^fe{j-§R 3 «iii)©^gt)«^0^ (I) 0<(b^tk f 

TE^; (1-3) 



5$<K Qs R\ R\ A. Y. R 4 S^n{i|ifia©m*Wrs. 

V^©#STfcM1-SCi:{Ci!??T9C:<!:^T?#So ®S> £ 

^SEiSSa4&©«llfflJ& t < 14 5 0 °C7!zS^S£tl©«&£©f& 
fflft©&g3WSUr^£ 0 
15 JK*SfSirfc^-c^ « < I - 3 ) ©^fc*hj- SIfcKffioflyBiteHU -ft 
fc^C I - 3 )(D4k&%) 1 *;PMjfc t>«McJW*^tt < £ fe 1 t < 14 1 . 

ureas* (g) fr^±v)(om$:mte-tm%<D^ co ©Yt^i©s 



R 




19 



WO 02/092593 



PCT/JP02/04636 



5ff^im5o Mlt 0°C©$aBrt, ff*U<ttS 

IWB^fflt (h) {l&tfSiS (XI) ©7 $ yft^ttiaS (XII) ©#;H?> 

■fe h T 5 K^© T 5 KH ; ^DD/rA * d p ^I/A^O/n p ^ Xb^tt 
f^K;^©*"?. i&gfcj£fcT^ t&E. flMLtfl, 8-v>71f bfv^P [5. 4. 
10 0] 7yrA-7-xV (DBU) , h'Ji^t/7;A V^p fcfjl/Xf-;P 
T 5 >\ ^ fvI/7 5 J t° U 5> X bf U 5? >\ N—J 3-)V*)V* V >m<Dft&T 

Kftoztifi-Q%2> 0 m^m*. fcmttt (xi n o*;i/#>ttxii-e© 
Mjmsiw© wmk i {? as> - 1 o TOssja:a^»©aiaaK^ 
t< fi^^MS^^©®M^©^Hi^©^^iiL,T^5o «*\ 

15 ^ (XI I) Qft&®tl,T$m<Diifr#>WL&m^Z1&&^ Vi/9u<s**/j], 
i K (DCC), 5 K (WS C) „ i>7y U >S?v> 

x^;l, (DEPC) x v?7i-MX^'J;V7^F (DP PA) ^©*g£$IJ©# 

^ (xi) ©7$ /^b^twStrs^ (xii) ©7?^^>MX{i^©sistt 
20 mmte®mm\&te, -nfe^ & (x i > ©7 5 ^i/Sfc&ss (x 1 

I ) O*M>IBt0g|JftSlf|:W < 1 1> 1 3? * L < tt 1 ~2 
®C0£L< 12 1-1. 5^©fgfflrtit5Ci^T^5 0 

±5aaEt?#&n5ffiB^ (xi i i) ©-fb^feiix #^Tfrjifi5$ (v) ©tr 

25 5$ (XI I I) ©fl3£4&i1WB5$ (V) ©b?U^Wb£& £©£&«:, liTE 
(b) k*^s^ (iv) ©ft^tss (V) <DV9yp>fo&b±<DE]& 

HKoTfTktlS* (X I V) ©-fb^fcOBfc^tSJSK-o^Tfe^ fflEfrSc (b) 
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fr< l/C, *&W&mtttt (I) fCfe^TR 3 ^-NH-CO- (A) n 

-Y^t>i-s^©S; (i) Gfo&Vatfi&ztiZo 

S-TSChKlJ:^ *^W@6^Ji-tS^ (I) Kl&^TR 3 >«vi)©S£»> 

ffiftT;P+;WN7>r Kfc«fc5*&aw\ liTE#& (c) Kite #5 5*; (I - 1) © 
10 Yb-^tS; (VIII) ©ffitt7;Mf;WN-5->f KXBffiftT^-^WN^-f Kt 

15 #tt^©^fc^©8fi£tt<fc^?fc »K #Rfcf> S; 




( XVI ) 



R 1 {iKr£©it!**W1-5> 

Q-C0 2 C 2 H 5 (XVii-1) 

20 X» 

Q-CON(CH 3 )(OCH 3 ) (XVn-2) 
Sit". QteHUl2©^!*£Wir£, 
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Vmm 4 © ( a ) Ifg£#M $ tlte^o 
&tc iiTE^j* (b) £ & 3 fcBUfOftT £> §|uia^ (iv) ofc&fobtiz 

Q-COCH 2 COR 31 (XVin) 

fc\ £j£&#©P»^iaii»j 5 1© (a) ~ ( C ) ii^isnfc^. 

^7 7^-^©^{rJ;<9, SlSM^»e>™, ff»3Ci^T£5 0 

Xte-e©i£te. ftftfcp 3 8 MAP**— if Pl$fpffl^-etl{r^ < TNF- 
IL-1. I L-6&tfCOX- I im<DM&MWftm*:^l>Tl3t)^ TN 
F -«»» IL-IIMI, IL-6Hmi COX-II«| 

#f§HJ©5$ (I) ©<fc^Xtt*©*©p 3 8MAP^- if (p3 8MAP 
K) a*ft«RUTNF - a«^M#Mii^© J: 5 LTS!l^1"5 C 

( 1 ) p 3 8 M A P KM^Pl#®ft©« 

p 3 8 MA P Kjfe^E«Stttt, t hTO^SIfflSST* 3THP-1» 
©1M hy-;i/#B*ttJSl/c?r-,fc 0 fftfel^ THP-i«^-fe;i/5-Y-i? 
^y7r-(20mM hU^^»(pH7. 4), ImM 
^'>^^ ImM PMSF (7x^Wf;l/X;l/^jl/7il/t7^F)^ lm 
M ^-fX^^-yh^ ImM D-f^y^X 10rag/ml T^Dfzy) 

KBMvtc^ fcp-cigftwmLiCo *®&* 1 o o, o o o x gtiiffiii 
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fcm^ WIT- 8 OtT^bfc, 

. I^I^&te, TH P - 1 M©1M b v*-;^® ( 1 0 0 ^ gM6fi) t 
Wkib&fa* 1 5 °CT 3 0^1^ h Uc^ 5 5>tf »J # > K t UT 3 H 

5 -SB202190C92 5 GB q/mmo L 77i/+ A*±$g s £B) £1. 
HKBqiiU,15 °CT 3 B*BSlE$*fco 2 0a M© S 

B 2 0 3 5 8 0 ^iiUi^Uo ^»CK^SJ5cimU *f> K*£«« 
fcfcfcU (1%1-*3~JK 0. h5>T-7 0) £ 

#n*./c^ 1 5#H3fc#U &>Mm (3, OOOrpra, 1 0£\ 4°C) Lic 0 

4*3^ UtfVKibT/BWc 3 H-SB 2 0 2 1 9 0te> 4- (4-7^ 

tn?!-/^ -2- (4-t Kn + iy-3, 5-S>- 3 H- 7 - 5 - (4 

- 1° D >f = *9 . ##ill^£©M£©/c&{;:» Uc S B 2 

15 0 3 5 8 0!^ 4- (4-7Wn7x-W - 2- (4 9 >XJV*-jV7 
x-;l/) - 5- (4-b°USW >f 5>'/-;l/-C*S 0 

#|g^©ft^©M^li£TffiK^ 0 

I C50 (nM) 
6. 5 
2. 5 2. 
4. 3 6 

(2) LPS^TNF-«©^»$IJfpffi©M^ 

25 v 7 x M$M;<£#& § & > D8& U ^OTilQjgji Lfc&fc: y # # 

U-9-y*5-f K (LPS) 5//g/k g£^i»^fS-^Ufc 0 ^©lffi^c, 

NffC-2 0W#Uc tt*5> jflL?»^>7*;^OTNF-a«flEttT5JR©E 
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LiSAki t*J8frvrflCei/te 0 c:©*^ *SM§o*»W l o-fb^feti^ 3 

Omg/kg 8^ 6 Bf TN F - a ©«£ 8 4 %#PfrJ l/fc„ 

±E©£:fciK *^©fjE^ ( I ) ©ft£1&X«:*©&fcU »p3 8M 
5 APKM^|f*^£WbT:fc*K p 3 8 MAP**-- Ifl^lJilT^ t K 

15 ^*i/^*;Hr;l/D-xXte-£©^> 77t*7^ aJ?Ux^-l/>^U3-;K 
p — t Kn+ ->5fcJ&§ft7 ;l/+;l/x 7. f;K ->o»;^ jl ^ y 7" o fcf ]/ > 
^ U n 7 -fe U X, ^ D -fe U > N MJ tfi^ MM 

20 MM^Cfcft^*^©^^©^*^^©^^/^^^^ d 
T § S ^\ -te N HttRtf ¥@##flg©#£fc » 0 . 1-50 fi*%©$Sffift 

lBSfc^ 0. 0 2~1 0mg/k g, JJJIICttO. l~2mg/kg 

ttscims. u^u ^©^©m, E#©^Bfci£u.T±iaieia 
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' £ 0 jjBiK^*ttiBiiax»4«Eiiu^Tia:-^'r5ci*<T#So 
kit, mmmK «t t> $ e> K^ttte kwx* % 0 

5 ^ffiftl 1 

3(5)- (4-7;M-o7x-;iO -4- (4-k"'J^-;U) t 0 5 7-;WD 

(a) i-?;M-n-4- (4-try^v?-;UT-fe^;i/) * 

^>3. 83g*f h5hKn77>(THF) 4 0ml tc 
10 giUT;P3'>#ffl^ -7 0°Ct2. 0mol/l»Jm^V7*nb° 
;l/7= K (LDA) ^7°* >-THF-if;K>t*>^jirifc^ g& 
ilt3 0»Uo xf;l/ 4-7Wn<> l /i^6. 84g© 

THFM4 Oml^-7 O'CTttTSU MKTS^HWH^bfeo SlS^fC 

1) KTJffSU jtfefeA©«Bfl^«3. 5 6 g 0R# : 4 0%) £#fc 0 
BUS : 1 1 4. .0-1 1 6. 0°C 

l H-NMR (CDC 1 ,) 6 : 9. 20-9. 12 (m, 2H), 8. 05 (dd, 
20 J = 2. 4Hz, 5. 0Hz, 2H), 7. 41 (dd, J=2. 4Hz, 5. 
0Hz, 1H), 7. 2 9-7. 0 9 (m, 2H), 4. 30 (s, 2H) 
Mass, m/e : 2 1 6 (M + ) , 1 2 3 (b a s e) 

(b) 3 (5) - (4-7Wo7x-;l/) -4- £57 

25 l-7;^n-4- (4-tfl> 9V—to7M*)V) <>-&>4 g£THF 8 0 
mUSiU N, N-^>f;l/*M7 = K^^ ^I/T-fe^-JM. 41g^ 

^;-. ; v6 0mli:»)SIU t K 5 s> >— zK? n& 1 . 8 5g£inx.. 5 0°C 
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kx 3 o &sm uc^ fcfcmmmET^i; u i o %r >*-7#&iii?tfco 

3 g OR*: 7 9%).£#/c 0 
: 2 1 6. 5-2 2 0. 0°C 
5 l H-NMR (DMSO-d 6 ) 6:9. 14 (dd, J = 1. 3Hz, 2. 4H 
z, 1H), 9. 05 (dd, J = l. 3Hz, 5. 3Hz, 1 H) , 8. 42 
, 8. 09 (s, 1H), 7. 4 5-7. 2 5 (m, 5H) 
Mass, m/ e : 2 4 0 (M + , base) 

mm 2 

10 3- (4-7Wn7i-;P) -l-^^;U-4- (4 - t° >J jfV=.)V) h°57 

1-7MU-4- (4-f'J jfV-jVTizi-jV) 5 84mg£TH 

FlOmlctiU N, N-S?> f;l/*;l/A7 5 Kv^ ^7-t?*-;l/6 4 3 
mg£;/j[pU tSKtl 5«ffi$Ur 0 SJTv»jR*^ET®*Lfc^ 
15 x^-;H0ml ICSS^U K5i>>2 4 9mg£flpx. N 5 0°CT'l. 

SMMfc£«& 9 9 m g (JR* : 1 4 %) £#ft„ 
20 SfL^C : 1 0 7. 5-110. 0°C 

1 H~NMR (CDC 1 3 ) $ : 9. 1 5-9. 1 0 (m, 1 H) , 9. 0 1 (d 
d, J = l. 3Hz, 5. 5Hz, 1 H) , 7. 71 (s, 1H), 7. 5 3- 
6. 9 5 (m, 5H) , 4. 0 1 (s, 3H) 
Mass, m/ e : 2 5 4 (M + , base) 

25 mmm 3 

5- (4-7Wo7x-;V) -l-^5 1 ;l/-4- <4-fcry^5>— ;lO t^ 1 / 
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77^-25g (.m&mm, wm*?-*: e n izttvtz 0 im 

tt®^«k!3#6nfcJSE6H^*i-r;VT^U 3Te»*tbT5- (4- 
7Md7x-;v) -l-y^;l/-4- (4-h°U^*^-;i/) t°7 % /-;i/4 6m 

5 $JfU $*f-fe@»t t/t 3 - (4-7Wa7x-;V) - 1 -^tS>I/-4- (4 
-try^-;l/) k 0 7y-;H5 4ragr#fco ft*>\ Cft&OflKtM^H-NM 

Hu£: 1 5 8. 5-1 6 1°C 

'H-NMR (CDC1 3 ) 5 : 9. 00 (dd, J = l. 1Hz, 2. 4Hz, 
10 1H), 8. 95 (dd, J = l. 1Hz, 5. 6Hz, 1H), 7. 91 (s 
, 1H) , 7. 3 5-7. 2 1 (m, 4H) , 7. 13 (dd, J=2. 4 Hz, 
5. 6Hz, 1H) , 3. 7 8 (s, 3H) 
Mass, m/ e : 2 5 4 (M + , base) 

15 3 (5) - (3, 4-^7Wn7x-;l/) -4- (4 - t" U 9V-)V) tv 1 / 
-^©^ 

(a) 1, 2-v ? 7;M-n-4- (4 - tTU ^y-;l/THrf-;l/) 

4-^5 L ;Ut°U^^V4 7 0mgOTHFj§jR2 0ml iC, TA^^g^T. 
-6 0WPC2. Omo 1/1 LDA'V/* >-THF-xf ;K>f 
20 2. 7 5ml«TU l«»Uc 0 3, 4 -^7;M*n-N-^ 

b^^-N-^f-;K>XT$ Kl. HgOTHF^IlOml WU 1 
^F»lfc^ 2. 0mol/lil2. 7 5ml^ITUo 
fcJ!5P&±tf\ SSC«ofctu5tiixf^6 0ml £2l[J;U l&ffl:£*&7.k 1 

25 g^u ^^j^M7A;o7h^77^-50g mfcfeM, wm*- 

: l$rj-)\,= 9:1) fCT«U ^fe^©#M<b^9 2 0m g (IR 
7 9%) £#fc 0 
MA: 1 3 6 - 1 3 9 °C 
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1 H — NMR (CDC 1 3 ) 5 : 9. 18 (dd, J = l. 1Hz, 5. 1Hz, 
1H), 9. 19-9. 09 (m, 1 H) , 7. 9 0-7. 7 6 (m, 2H), 
7. 41 (dd, J = 2. 4Hz, 5. 1Hz, 1H), 7. 3 7-7. 2 8 ( 
m, 1H) , 4. 2 9 (s, 2H) 
5 Mass, m/e : 234 (M + ) , 14 1 (base) 

(b) 3 (5) - (3, 4-^7Mn7xz;|/) -4- (4 - h°'J ^S>— 

1, 2-> ? 7;l/^-n-4- (4 - t° U 9 : J -frT *=f- )V) K>^y^m^\ ft 

mm i (b> jimtmmK&mvT, mmfc&%B&&j&Ltc 0 

10 ffluS : 1 9 0. 5-1 9 1. 5°C 

1 H — NMR (CDCI3) 6 : 9. 16 (dd, J = l. 2Hz, 2. 5Hz, 
1H), 9. 10 (dd, J = l. 2Hz, 5. 5Hz, 1 H) , 7. 93 (s 
, 1H), 7. 33 (dd, J = 2. 5Hz, 5. 5Hz, 1 H) , 7. 32- 
7.12 (m, 3H) 

15 Mass, m/e :2 5 8 (M + , base) 

3- (3, 4-i?7^ta7x-;l/) -l-^;l/-4- (4 - h° U ^^-;l/) 

§£»J 2 <h RttK L/C. f^l^f^JjS; Uc 0 

20 it* : 1 5 0. 5-1 5 l°C 

1 H — NMR (CD C 1 3 ) 5 : 9. 1 3 (dd, J = l. 2 Hz, 2. 1Hz, 
1H), 9. 06 (dd, J = l. 2Hz, 5. 5Hz, 1 H) , 7. 71 (s 
, 1H), 7. 3 5-7. 2 9 (m, 1 H) , 7. 27 (J = 2. 1Hz, 5. 
5Hz, 1H), 7. 21-7. 09 (m, 2H), 4. 02 (s, 3H) 

25 Mass, m/e : 2 7 2 (M\ base) 

ftfl&fll 1 &tfftife0J 2 <t IHHc: LT S HT©«#"J 6-21 23- 
3 9©ft£-«£-J&Uc 0 
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3 (5) -7x-;V-4- (4-t°U^v 5 -;l/) \dyV-;U 
Bu£ : 1 8 0. 7-1 8 2. 6°C 

1 H — NMR (CDClj) 5:9. 1 6 (dd, J = l. 1Hz, 2. 4Hz, 
5 1H) , 9. 03 (dd, J = l. 1Hz, 5. 5Hz, 1H), 7. 92 (s 
" , 1H) , 7. 4 4 (s, 5H) , 7. 3 3 (dd, J = 2. 4 Hz, 5. 5H 
z, 1H) 

Mass, m/ e : 2 2 2 (M + , base) 
§H»7 

10 l-yf;l/-3-7x-;V-4- (4-h°ij^v^;i/> t°7V-;l/ 

l H-NMR (CDClj) 5:9. 14 (dd, J = l. 3Hz, 2. 4Hz, 
1H), 8. 99 (dd, J = l. 3Hz, 5. 5Hz, 1 H) , 7. 71 (s 
, 1H) , 7. 40 (s, 5H) , 7. 3 0-7. 2 1 (m, 1 H) , 4. 0 2 
(s, 3H) 

15 Mass, ra/e : 2 3 6 (M + , base) 

3 (5) - (2-7;vto7x-;i/) - 4- (4-fc 0 U ^v*-^) t°5v*-;i/ 

BUS : 1 64. 8-1 6 6. 4°C 

l H-NMR (CDC1 3 ) 5:11. 18 (bs, 1 H) , 9. 14 (dd, J 
20 =1. 3Hz, 2. 4Hz, 1 H) , 9. 05 (dd, J = l. 3Hz, 5. 4 
Hz, 1H), 7. 97 (s, 1H), 7. 5 8-7. 04 (m, 5H) 
Mass, m/ e : 2 4 0 (M + , base) 

3- (2-7Wo7x^jl/) -l-^;U-4- (4-t°U^-;l/) 

25 

fiu& : 1 3 6. 8-1 4 0. 4°C 

X H-NMR (CDCI3) 5 : 9. 09 (dd, J = l. 1Hz, 2. 5Hz, 
1H), 8. 98 (dd, J = l. 1Hz, 5. 5Hz, 1H), 7. 79 (s 
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, 1H), 7. 61-6. 98 (m, 5H), 4. 04 (s, 3H) 
Mass, m/ e : 2 5 4 (M + , base) 

mmmi o 

3 ( 5 ) - ( 3 - 7Mo7 x -JV) - 4 - ( 4 - t c 'J ? 5>-;lO t° 5 V-JV 
5 iuS: 1 7 2. 3-1 7 4. 2°C 

X H-NMR (CDC1 3 ) <5 : 9. 17(dd, J = l. 1Hz, 2. 4Hz, 
1H), 9. 07 (dd, J = l. 1Hz, 5. 6Hz, 1H), 7. 93 (s 
, 1H) , 7. 4 7-7. 1 2 (m, 5H) 
Mass, m/ e : 2 4 0 (M + , base) 

10 mffi.mii 

3- (3-7;l/tn7i-;k) -l-^;i/-4- (4 - fcTU ^>>~;i/) b°5 7 
Hkj^ : 9 6. 6-1 0 1. 8°C 

X H-NMR (CDC 1 3 ) 6 : 9. 14 (dd, J = 1. 3Hz, 2. 4Hz, 
15 1H), 9. 03 (dd, J = l. 3Hz, 5. 5Hz, 1 H) , 7. 70 (s 
, 1H), 7. 31-7. 00 (m, 5H), 4. 02 (s, 3 H) 
Mass, m/ e : 2 5 4 (M + , base) 
IM1 2 

3 (5) - (2, 4-^7Wd7x^) -4- U-HWv 5 -^) b°57" 

20 

Mj& : 2 0 3. 3-2 0 5. 6°C 

1 H-NMR (C D C 1 3 ) <5 : 9. 15-9. 0 2 (m, 2H) , 7. 9 8 (s 
, 1H) , 7. 5 8-6. 8 1 (m, 4H) 
Mass, m/ e : 2 5 8 (M + , base) 

25 mmmiB 

3- (2, 4-^7Wo7x-^) -1-^3^-4- (4 - t°U ^5?-;l/) 
ftjfe : 1 3 6. 0-1 3 9. 4°C 
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1 H — NMR (CDC 1 3 ) 6 : 9. 11-8. 9 7 (m, 2H) , 7. 7 8 (s 
, 1H), 7. 56-6. 74 (m, 4H), 4. 04 (s, 3H) 
Mass, m/e : 272 (M + , base) 
WJ14 

5 3 (5) - (4-^oo7x^) -4- (4-t°U^v 5 -;l/) t°7V*-;U 
«£: 1 7 3. 0-1 7 4. 5°C 

1 H — NMR (CD C 1 3 ) <5 : 9. 0 9-9. 0 5 (ra, 1H) , 8. 9 9 (d 
d, J = l. 2Hz, 5. 4Hz, 1 H) , 8. 04 (s, 1H), 7. 57- 
7. 1 4 (m, 5H) 
10 Mass, m/ e : 2 5 6 (M + , base) 

mmm 1 5 

3- (4-^0071-^) (4-t°'J ^>^;U) f77- 

;l/ 

Nu£: 1 5 2. 0-1 5 5. 0°C 
15 1 H — NMR (CDC 1 3 ) 6 : 9. 06 (dd, J = l. 3Hz, 2. 5Hz, 
1H) , 8. 9 4 (dd, ■ J = l. OHz, 5. 4 Hz, 1 H) , 7. 8 6 (s 
, 1H), 7. 4 8-7. 4 5 (m, 2H) , 7. 4 3-7. 3 5 (m, 2H) 
, 7. 07 (dd, J = 2. 5Hz, 5. 4Hz, 1H), 4. 06 (s, 3H 
) 

20 Mass, m/e : 2 7 0"(M*, base) 

mmmi 6 

3 (5) - (4-7*ot7x-;l/) -4- (4 — t°D #yz.)V) t°7V"-;l/ 
HU&: 2 2 3. 0-2 2 5. 0°C 

X H — NMR (CD 3 OD) 6 : 9. 12 (dd, J = l. 2Hz, 2. 5 Hz, 
25 1H), 9. 01 (dd, J = l. 3Hz, 5. 5Hz, lH) 8. 20 (b s 
, 1H), 7. 63 (d, J = 6. 8Hz, 2H), 7. 57 (dd, J = 2. 
5Hz, 6. 6Hz, 1H), 7. 38 (d, J = 6. 5Hz, 2H) 
Mass, m/e: 302 (M + + 2 ) , 3 0 0 (M + , base) 
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mmmn 

3- (4-yp*7i-;l') (4 - h° V W-jU) t°7>7-jU 

BUS : 1 2 1. 7-12 2. 1°C 

'H-NMR (CD 3 OD) 5 : 9. 14 (m, 1 H) , 9. 0 4 (dd, J = 0 
. 9Hz, 5. 3Hz, iH), 7. 72 (s, 1 H) , 7. 53 (d, J = 8 
. 5Hz, 2H), 7. 32 (d, J = 8. 5Hz, 2H), 7. 27-7. 2 
5 (m, 1H) , 4. 0 2 (s, 3H) 

Mass, m/ e : 316 (M + + 2 ) , 314 (M + , base) 

mmm 1 8 

3 (5) - (3, 4-^^dd7x-;1/) -4- (4 - t°U ^v^U) t 0 ^/- 
;l/ 

»j£ : 1 7 6. 5-1 7 7. 5°C 

1 H — NMR (CDC1 3 ) 5:9. 19 (dd, J = l. 3Hz, 2. 6Hz, 
1H), 9. 12 (dd, J = l. 3Hz, 5. 5Hz, 1H), 7. 96 (s 
, 1H), 7. 63 (d, J = l. 9Hz, 1 H) , 7. 50 (d, J = 8. 4 
Hz, 1H), 7. 35 (dd, J = 2. 6Hz, 5. 5Hz, 1 H) , 7. 2 

4 (dd, J = l. 9Hz, 8. 4Hz, 1H) 
Mass, m/ e : 2 9 0 (M + , base) 

mm 1 9 

3 - (3, 4-^^no7x-^) -i_^^ ;l/ _ 4 __ (4-h 0 'J^*^^;l/) h° 
H/rC 1 4 7. 0-1 5 0. 0°C 

1 H — NMR (CDC 1 3 ) 6 : 9. 1 5 (dd, J = l. 3 Hz, 2. 6 Hz, 
1H), 9. 08 (dd, J = l. 3Hz, 5. 5Hz, 1 H) , 7. 72 (s 
, 1H), 7. 64 (d, J = l. 9Hz, 1 H) , 7. 45 (d, J = 8. 4 
Hz, 1H), 7. 28 (dd, J = 2. 6Hz, 5. 5Hz, 1 H) , 7. 2 
2 (dd, J = l. 9Hz, 8. 4Hz, 1 H) , 4. 04 (s, 3H) 
Mass, m/ e : 3 0 4 (M + , base) 
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3 (5) - (4-^>^t+->7x^l/) -4- (4-tfU^-;U) t c 7V 

It£: 17 4. 5~17 6°C 
5 1 H — NMR (DMSO-d 6 ) 5:9. 14 (dd, J = 1. 3Hz, 2. .5 H 
z, 1H), 9. 05 (dd, J = l. 3Hz, 5. 5Hz, 1 H) , 8. 60 
~7. 90 (bs, 1H), 7. 5 3-7. 3 0 (m, 8H), 7. 11 (b s 
, 2H) , 5. 1 6 (s, 2H) 
Mass, m/e : 328 (M + ) , 9 1 (base) 

io msm2i 

3- (4-/<>-;ji/t^^7x-^) -l-^5 L ;i/-4- (4 -b°'jy^-;i/) 
US : 1 4 2-1 4 4°C 

1 H — NMR (DMSO-d { ) 5 : 9. 09 (dd, J = l. OHz, 2. 3H 
15 z, 1H), 9. 05 (dd, J = l. OHz, 5. 4Hz, 1 H) , 8. 33 
(s, 1H), 7. 5 2-7. 2 5 (m, 8H), 7. 06 (d, J = 8. 8H 
z, 2H), 5. 13 (s, 2H), 3. 93 (s, 3H) 
Mass, m/e : 3 4 2 (M + ) , 9 1 (b a s e) 
«#J2 2 

20 3 (5) - (4-kFotv7x-^) -4- (4 - f U ^S?-;U) b°5y-;l/ 

3 (5) - (4-^>^Wi/7x-;l/) -4- (4 -b°V^ -;!/). b°5 
4 /-;l>5 0mg^x^7-^3 Oml II§HU CftfC S^^v^ARStS 0 

25 xm&u msr^m^^u mmmw^^t^x^m u e-a^© 

^M'fk«2 6mg (»: 7 3%) £f#/c 0 

X H-NMR (DMSO-d 6 ) 8 : 9. 14 (dd, J = l. 1Hz, 2. 4H 
z, 1H), 9. 03 (dd, J = l. 1Hz, 5. 5Hz, 1 H) , 8. 18 
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(s, 1H), 7. 46 (dd, J=2. 4Hz, 5. 5Hz, 1 H) , 7. 2 

2 (d, J = 8. 5Hz, 2H), 6. 84 (d, J=8. 5Hz, 2H) 
Mass, m/ e : 2 3 8 (M + , base) 

mmm2 3 

5 3- (4-tKn^>7x^) - 1 -^;l/-4 - U-fcTU ^S>-;lO t°5 

1 H — NMR (DMSO-d 6 ) 5:9. 10-9. 0 0 (m, 2H) , 8. 3 1 
(s, 1H), 7. 40 (dd, J = 2. 5Hz, 5. 3Hz, 1 H) , 7. 1 
8 (d, J=8. 5Hz, 2H), 6. 69 (d, J=8. 5Hz, 2H), 3 
10 . 9 1 (s, 3H) 

Mass, m/ e : 2 5 2 (M + , base) 

3 (5) - (4-^ ^->7x-;l/) -4- (4-t°>J^-;l/> h7V-;P 
ife* : 1 8 2. 5-18 5. 8°C 

15 1 H — NMR ( DMSO-d 6 ) 5:9. 1 4 (m, 1 H) , 9. 0 5 (d d, 
J = l. 2Hz, 5. 3Hz, 1H), 8. 40 (s, 0. 5H), 8. 07 ( 
s, 0. 5H), 7. 4 9-7. 4 3 (m, 1 H) , 7. 36 (m, 2H), 7 

. 03 (m, 2H), 3. 82 (s, 1. 5H), 3. 80 (s, 1. 5H) 

Mass, m/ e : 2 5 2 (M + , base) 

20 mmm2s 

3- (4-^ h^>7x-;lO -l-^;l/-4- (4 - b° 'J ?*>=-}V) H^V 
-;u 

: 1 5 4. 9-1 5 7. 0°C 
X H-NMR (CDC 1 3 ) 5 : 9. 14 (dd, J = l. 1Hz, 2. 4Hz, 
25 1H), 8. 99 (dd, J = l. 3Hz, 5. 4Hz, 1H), 7. 70 (s 
, 1H), 7. 36 (d, J = 8. 9Hz, 2H), 7. 2 8-7. 2 6 (m, 
1H), 6. 92 (d, J = 8. 6Hz, 2H), 4. 00 (s, 3H), 3. 
84 (s, 3H) 
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Mass, m/ e : 2 6 6 (M + , base) 

mm 6 

3 (5) - (3-^ b +5/ 7 *-;!/) -4- (4 - hTU ys>—;lO t°57*-;l' 
US: 1 6 3. 3-1 6 5. 0°C 
5 X H-NMR (CDC 1 3 ) £ : 9. 18 (dd, J = l. 3Hz, 2. 2Hz, 
1H), 9. 05 (dd, J = l. 3Hz, 5. 4Hz, 1H), 7. 93 (s 
, 1H), 7. 3 9-7. 3 2 (m, 3H), 7. 0 0-6. 9 5 (m, 3H) 
, 3. 7 9 (s, 3H) 
Ma s s , m/ e : 2 5 2 (M + , base) 

io mmm27 • 

3- (3-/ ht'>7i-» (4-h'V b°v7* 

X H-NMR ( CDC1 3 ) 5:9. 15 (dd, J = l. 1Hz, 2. 4Hz 
, 1H), 9. 00 (dd, J = l. 1Hz, 5. 5Hz, 1 H) , 7. 72 ( 
15 s, 1H), 7. 2 9-7. 2 7 (m, 2H), 7. 0 0-6. 9 2 (m, 3H 
) , 4. 0 3 (s, 3H) , 3. 78 (s, 3H) 
Mass, m/e: 266 (M + ) , 9 4 (base) 
»#J2 8 

3 (5) - (2-^ h^ri/7x^;l/) -4- (4-t° U^7-;l/) t 0 57-;i/ 

20 US : 1 9 4. 6-1 9 6. 4°C 

1 H-NMR (CDC 1 3 ) 6 : 9. 14 (dd, J = l. 3Hz, 2, 3Hz, 
1H), 9. 04 (dd, J = l. 3Hz, 5. 5Hz, 1 H) , 7. 92 Cs 
, 1H), 7. 4 6-7. 4 2 (m, 1 H) , 7. 3 5 (dd, J=2. 3Hz 
, 5. 5Hz, 1H), 7. 2 9 (m, 1 H) , 7. 0 4-6. 9 9 (m, 2H) 

25 , 3. 7 5 (s, 3H) 

Mass, m/ e : 2 5 2 (M + , base) 
«M2 9 

3- (2-^ h^->7xx» _ 1 _y^ ; i / _4_ (4-t°'J^i^-;l/) t°^7 
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HuSt : 1 7 9. 8-1 8 2. 5°C 

1 H — NMR (CDC 1 3 ) 8 : 9. 07 (dd, J = l. 3 Hz, 2. 2 Hz, 
1H), 8. 94 (dd, J = l. 1Hz, 5. 5Hz, 1H), 7. 47 (d 
5 d, J = l. 7Hz, 7. 4Hz, 1 H) , 7. 41 (m, 1 H) , 7. 15 ( 
dd, J = 2. 4Hz, 5. 5Hz, 2H), 7. 09-7. 05 (m, 1H) 
, 6. 90 (m, 1H), 4. 03 (s, 3H), 3. 46 (s, 3H) 
Mass, m/e : 266 (M + , base) 

mmmz o 

10 4- (4- fcT «J -3 (5) - (3-f'J7^D^f;l/7i-;V) t° 

ife* : 2 0 3. 5-2 0 8. 5°C 

1 H — NMR (DMSO-d 6 ) 5:9. 15 (d, J = 1. OHz, 1H), 9 
. 07 (d, J = 5. 4Hz, 1H), 8. 44, 8. 13 (s, 1H), 7. 
15 7 6-7. 6 8 (m, 4H), 7. 4 5 (s, 1h) 
Mass, m/e :290 (M + , base) 

mmmz 1 

U-fcry^y-AO -3- (3-h>J7^tn^;l/7x- 

20 Hu&. : 1 0 8. 0-1 0 9. 0°C 

1 H — NMR (CDC 1 3 ) S : 9. 14 (dd, J = l. 3Hz, 2. 2Hz, 
1H), 9. 04 (dd, J = l. 3Hz, 2. 2Hz, 1H), 7. 82 (s 
, 1H), 7. 74 (s, 1H), 7. 65 (d, J = 7. 6Hz, 1 H) , 7 
. 55 (d, J = 7. 6Hz, 1H), 7. 49 (t, J = 7. 6Hz, 1 H) 

25 , 7. 2 5 (dd, J = 2. 2Hz, 5. 4Hz, 1 H) , 4. 05 (s, 3H 
) 

Mass, m/ e : 3 0 4 (M + , base) 
mMM3 2 
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3 (5) - (3, 4->fb>Wi/7x-;l/) -4- (4 - U^-AO 

2 0 0. 9-2 0 3. 5°C 
1 H — NMR (CDC1 3 ) <5 : 9. 17 (dd, J = l. 3Hz, 2. 4Hz, 
5 1H), 9. 05 (dd, J = l. 3Hz, 5. 4Hz, 1 H) , 7. 90 (s 
, 1H), 7. 37 (dd, J = 2. 4Hz, 5. 4Hz, 1 H) , 6. 89- 
6. 8 6 (m, 3H) , 6. 0 4 (s, 2H) 
Mass, m/ e : 2 6 6 (M + , base) 

mmm 3 s 

10 .1 (3, 4-^fl/>-W->7x^) -4- (4-t°';^v> 

Bl^: 1 7 9. 4-1 8 2. 7°C ■ 

X H — NMR (CDCI3) 5 : 9. 13 (dd, J = l. 3Hz, 2. 4Hz, 
1h), 9. 01 (dd, J = l. 3Hz, 5. 4Hz, 1 H) , 7. 68 (s 
15 , 1H), 7. 3 3-7. 2 7 (m, 1H), 6. 94-6. 7 4 (m, 3H) 
, 5. 99 (s, 2H) , 4. 00 (s, 3H) 
Mass, m/ e : 2 8 0 (M + , base) 

mmm s 4 

3 (5) - (4-^/W;;7i^) -4- (4-k°LJ^^;l/) fc°^y* 

20 

»j6 : 1 9 5. 4-1 9 9. 9°C 

X H — NMR (CDC 1 3 ) 6 : 9. 2 2-9. 1 7 (m, 1 H) , 9. 0 6-8 
. 97 (m, 1H), 7. 89 (s, 1 H) , 7. 4 3-7. 20 (m, 3H) 
, 6. 73 (d, J = 9. 0Hz, 2H), 3. 02 (s, 6H) 
25 Mass, m/ e : 2 6 5 (M + , base) 

mmm 3 5 

3- (4-^^fil/7;;7x-;l') -l-^f-^-4- (4 -t 0 'jy>> -=.;!/) 
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^-NMR (CDCI3) 5:9. 16 (dd, J-l. 3Hz, 2. 4Hz, 
1H), 8. 97 (dd, J = l. 3Hz, 5. 5Hz, 1H), 7. 66 (s 
, 1H), 7. 3 5-7. 2 0 (m, 3H), 6. 70 (d, J = 9. 0Hz, 
2H) , 3. 9 9 (s, 3H) , 2. 9 8 (s, 6H) 
5 Mass, m/ e : 2 7 9 (M + , base) 
mMM3 6 

3 (5) - [1- <4-7;M-n-*-7?\>k) ] -4- (4- t°U ^^;U) h°5 

fit* : 1 8 9. 8-1 9 2. 2°C 
10 1 H — NMR (CDC 1 3 ) 6:9. 02 (dd, J = l. 1Hz, 2. 5Hz, 

1H), 8. 84 (dd, J = l. 1Hz, 5. 4Hz, 1 H) , 8. 28-8 

. 14 (m, 2H), 7. 69-7. 12 (m, 5H), 7. 03 (dd, J = 

2. 5Hz, 5. 4Hz, 1 H) 

Mass, m/ e : 2 9 0 (M + , base) 
15 f£Jfifl|3 7 

3- [1- (4-7;^o^-7^;P) ] -l-t?jl-4 - (4 -b°'J 

1 H — NMR (CDC 1 3 ) £ : 9. 02 (dd, J = l. 1Hz, 2. 4Hz, 
1H), 8. 77 (dd, J = l. 1Hz, 5. 5Hz, 1 H) , 8. 24-8 
20 . 13 (m, 1H), 7. 96 (s, 1H), 7. 7 6-7. 0 7 (m, 5H) 
, 6. 88 (dd, J = 2. 4Hz, 5. 5Hz, 1H), 4. 10 (s, 3H 
) 

Mass, m/e : 3 04 (M + , base) 

25 4 - (4 -t°liy^-;l/) -3 (5) - (3-h°U^;l/) ¥?V-)V 
H£ : 1 9 5. 4-1 9 9. 8°C 

X H — NMR (CDCI3) 5 : 9. 18 (dd, J = l. 1Hz, 2. 4Hz, 
1H), 9. 08 (dd, J = l. 1Hz, 5. 5Hz, 1 H) , 8. 77 (d 
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d, J=0. 8Hz, 2. 3Hz, 1 H) , 8. 67 (dd, J-l. 8Hz, 
4. 8Hz, 1H), 7. 98 (s, 1H), 7. 8 3-7. 7 0 (m, 1 H) 
, 7. 4 3-7. 2 8 (m, 2H) 
Mass, m/ e : 2 2 3 (M + , base) 

5 mmm s 9 

i-^;i/-4- C4 — try *^-;w) - 3 - ( 3 - tr u f^/-^ 

l H-NMR (CDCl,) 5:9. 14 (dd, J = l. 1Hz, 2. 4Hz, 

1H), 9. 04 (dd, J = l. 1Hz, 5. 4Hz, 1H), 8. 73 (d 

d, J=0. 9Hz, 2. 2Hz, 1 H) , 8. 64 (dd, J = l. 8Hz, 

10 4. 8Hz, 1H), 7. 81-7. 68 (m, 2H), 7. 3 9-7. 2 0 ( 
m, 2H) , 4. 0 4 (s, 3H) 
Mass, m/ e : 2 3 7 (M + , base) 

mmm a o 

3(5)- (4-7Mo7i-;l/) -4- [4- (3-^ b*S/t°y^>»-;l/) ] 
15 t°-7 7"'-;V©^ 

(a) 3-/ Hr<>-4-> f-^tfij y^>©^ 
3 — £ n;V-4 — ^ U > 3 0 0 m g (Chem.Pharm.Bull. , Vol.5. 

229(1957)) 0ml h** K 2 4 3m g 

* p n *;i/A : ^ ^ y -;u= 5 0:i) cTfli«u mt&mm<?>m 

m4t&®2 6 3 m g (JR* : 9 1 %) *%K 0 

X H-NMR (CDC 1 3 ) 6 : 8. 64 (d, J=4. 6Hz, 1H), 7. 1 
25 5 (dd, J-l. 0Hz, 4. 6Hz, 1 H) , 4. 15 (s, 3H), 2. 
22 (d, J = l. 0, 3H) 
Mass, m/e : 124 (M + ) , 6 5 (b a s e) 
• (b) 3 (5) - <4-7;M-n7*-;lO -4- [4- (3-^ h^^h'U^ 
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Hug : 1 8 1. 5-1 8 3. 5°C 

1 H-NMR (DMSO-d s ) £ : 8. 7 1 (d, J =4. 7 Hz, 1 H) , 8 
. 11, 7. 80 (s, 1H), 7. 36-7. 12 (m, 5H), 3. 5 0, 
3. 82 (s, 3H) 

Mass, m/ e : 2 7 0 (M + , base) 

mmm4 i 

3(5)- (4-7;l/to7x^l/) _4_[ 5 _(3_y h^i, t° 'J ] 

(a) 3-^ h^->-5-^^t°ijy^>©^ 

3-^a;U-5-^^;Ut°'j^^>2 9 6mg(chem.Pharm.Bull.,Vol.5, 
229(1957)) Omlicgit, ^-hfJ^A^ b ^> K 3 7 3 m g 

fcxtt£tS Ufc» ^ u n > * ^T^m. MET 

* nn^l/A : ^ ^ y -;V= 5 0:1) KTilU g^flM*®©* 
Mlt&tiSl 8 Omg (iRif! : 6 3%) &*§fc 0 

1 H — NMR (CDC 1 3 ) 5:8. 6 7 (d, J = l. 6Hz, 1H) , 6. 7 
6 (dd, J = 0. 8Hz, 1. 6Hz, 1H), 4. 11 (s, 3H), 2. 
3 1 (d, J = 0. 8Hz, 3H) 
Mass, m/ e : 1 2 4 (M + ) , 5 3 ( b a s e ) 

(b) 3 (5) - (4-7^071^) -4- [5- (3-;< h^>b°U** 
Bl6 : 1 8 2. 5-1 8 4. 5°C 
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1 H — NMR (CDC 1 3 ) 6 : 8. 7 6 (d, J = l. 9Hz, 1 H) , 7. 8 
8 (s, 1H), 7. 4 5-7. 4 0 (m, 2H), 7. 16-7. 11 (m, 
2H), 6. 83 (d, J = l. 9Hz, 1H>, 4. 13 (s, 3H) 
Mass, m/e : 2 7 0 (M + ) , 2 6 9 (b a s e) 

5 mmmi 2 

3- (4-7Mn7x-;l/) -1- (2-tKD^xf;l/) -4- (4-h° 

l-7;M~n-4- (4-trU^^;UT-bf-^) 1 3mg^TH 

.F8mlKSflHk N, N-^^fWAT^ K^^ W-t?^-;l/3 4 5m 
10 g*Jo^ iSi:T4ffiIj^fco fija^£«EETS*Ufc& #bti/cB 
il£x£y-;P8m 1 CjgiSfU 2-hKn+i/if;l/h K5S>>2 2 0mg£ 
5 0°C^T3 0#Jt#L/c o g(£^ft*«BETS*U 10%T>*-T 

15 m&ft ^OO^A : > ^y-;l/=3 0 : 1) KTffifiU 
BflS^ftl 2mg (W: 3%) £*£fc 0 

17 6. 0-17 9. 5°C 
X H-NMR (CDC1 3 ) <5 : 9. 13 (dd, J = l. 0Hz, 2. 1Hz, 
1H), 9. 03 (dd, J = l. 0Hz, 5. 4Hz, 1H), 7. 82 (s 

20 , 1H), 7. 42 (dd, J = 5. 4Hz, 8. 6Hz, 2H), 7. 27 ( 
dd, J = 2. 1Hz, 5. 4Hz, 1H), 7. 09 (t, J = 8. 6Hz, 
2H), 4. 3'6 (t, J = 5. 0, 2H), 4. 12 (dd, J = 5. 0Hz 
, 9. 4Hz, 2H) , 2. 72 (t, J = 5. 0Hz, 1 H) 
Mass, m/ e : 2 9 4 (M + , base) 

25 mmm4 s 

3- (4-7Wn7x-;k) -5- (l-tFn^>-3-7x-;l/7'ot» 
(4-b"'jy^-^) t°77*-;u©^ 
3- (4-7;Wo7i-;i/) -1 -^f-;U-4- (4-t 5 'J^-;i/) t°5 
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7-;P 2 0 3 m g £T H F 2 0 m 1 \z%ffife^ 7;U=f >%mfSTF> -60 °CWF 
Tl. 5 6mol/l WJf^Wt>§iftO. 5 9ml£}jfTU 18f 
Bflt^Ufco &<^T\ 3-7i-;^Dh , t>7;VTkK13 9mg0THFi 
«2mlMTUo &*fciI££_B:J\ tKI 0ml* 

5 Jn*^ x-f;l/5 0ml Uc 0 ^TWI^MAtt^C 10ml U &§ 

7A^D7f^77^20g (^tB&lg, B»xf-^) fcTf&SU 8dtfetfr 
^O^SYb^Jl 5 9m g OR* : 5 1%) £*fcfc 0 
M,^ : 1 8 6 — 1 8 7. 5°C 

10 X H — NMR (CDC 1 3 ) 8 : 8. 8 2 (m, 1 H) , 8. 6 3 (m, 1H) , 
7. 31-7. 12 (m, 7H), 7. 01-6. 93 (m, 2H), 6. 80 
-6. 85 (m, 1H), 4. 7 0-4. 8 0 (m, 1H), 4. 04 (s, 3 
H) , 3. 5 7-3. 3 5 (bs, 1H), 2. 9 0-2. 6 5 (m, 2H), 
2. 4 7-2. 34 (m, 1 H) , 2. 0 5-1. 9 4 (m, 1 H) 

15 Mass, m/e:38 8 (M + ) , 2 8 4 (b a s e) 

mmmA 4 

. 3- (4-7Mo?x^) - 1 -tf-jlt- 5 - (3 -7x-;P-i-7n^z 
-4- <4-£U^s>-;iO t°^V-;i/©^ 

3- (4-7Wp7x-;I/) - 5- (l-kKnt'>-3-7x^7°nb° 
20 ;l/>, -I-^tS^-4- (4-tTU^-;u) b B 7y-;H 3 0mgfc«fctf4 - 
h >x;U* >m— 7kW0 1 4 2 m g \z h > 5 m 1 2 4 If KMi 

m 1 T 2 H&ffi U/Co 10ml Tgfc^ U ^7jc«v 

25 -7h^77^-20g (^{ti^R, : S^|x^;U= 1 : 1 ) \zft U # 

^98mg (JR$ : 7 8%) £#fc 0 
HlS. : 1 1 5-1 1 6°C 
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X H-NMR (CDCI3) 5 : 9. 0 4 (dd, J = l. 1Hz, 2. 2Hz, 
1H), 8. 99 (dd, J = l. 1Hz, 5. 5Hz, 1H), 7. 36-7 
. 22 Cm, 5H), 7. 20 (dd, J = 2. 2Hz, 5. 5Hz, 1 H) , 
7. 17-7. 12 (m, 2H), 7. 04-6. 95 (m, 2H), 6. 26 
5 (dt, J = l. 5Hz, 16. 1Hz, 1 H) , 6. 05 (dt, J = 6. 6 
Hz, 16. 1Hz, 1H), 3. 94 (s, 3H), 3. 53 (d, J = 6. 
6Hz, 2H) 

Mass, m/ e : 3 7 0 (M + , base) 

mmm 4 5 

10 3- (4-7Wp7x-^) -l-^f-;l/-5- (3-7 ±-Jl-7at°Jls) - 
4- (4-t°y yp-jV) h°5 7-;l/©^ 
3- (4-7Mo7x^) -l-/f-;l/-5- (3-7x-^-i-7°o'< 
-4- (4-t°'jy^-;U) t77-;b6 6mg^x^;-;H0ml|: 

mmm, 5%^^9«5 0m g m 7K^het> 1, 
15 tc 0 1 8«m, -fev-r h*M^T««u ffi&Tmmz^u mmm^o 

WSm&fo 5 8 m g OR* : 7 3 %) £#/c 0 

X H — NMR (CDC 1 3 ) 6:9. 00 (dd, J = l. 1Hz, 5. 4Hz, 
1H), 8. 95 (dd, J = l. 3Hz, 2. 2Hz, 1 H) , 7. 33-7 
. 2 0 (m, 5H) , 7. 15-7. 0 9 (m, 2H) , 7. 0 7 (d d, J = 
20 2. 2 Hz, 5. 4Hz, 1H), 7. 0 3-6. 9 5 (m, 2h) , 3. 84 
(s, 3H), 2. 67 (t, J = 8. 3Hz, 2H), 2. 66 (t, J=6 
. 9Hz, 2H) , 1. 9 7-1. 8 6 (m, 2H) 
Mass, m/e: 372 (M + ) , 2 6 8 (b a s e) 

25 3- (4-7MD7x-^) - 1 - ^ f ^-5 - 7 x-^T-lr^T ^ - 4 - 
( 4 - t° U y ^ t° -5 V-Jl/O&fc 

(a) 3- (4-7Mn7x-;V) - 1 -/ f-;P-5- 7 x.=.;l/7-lrf-;l/7 $ / 
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5-7 = 7-3- (4-7Wd7i-^) -1 -y. fJl/t77-;H. 3g 
^fcf'jy>2 0mli:^iU ffii:t7xz;V7tf;^D7^ K2. 6ml 

* JO*. * n n A fc Tfflft L/c 0 Willi i/^J* ffi 

* no*M : 7 ^ 7 -;l,= 1 0 0:1-3 0:1 ) CTflaSLfc^ & 

8%) &ntc 0 

US : 1 7 6. 3-1 7 7. 0°C 

L H — NMR (CDC 1 3 ) 5 : 7. 6 8 (dd, J = 5. 6 Hz, 8. 7Hz 
, 2H), 7. 4 6-7. 3 6 (m, 5H), 7. 04 (t, J = 8. 7Hz, 

2H) , 6. 4 8 (s, 1H) , 3. 8 0 (s, 2H) , 3. 5 9 (s, 3H) 
Mass, m/e : 3 0 9 (M + ) , 19 1 (base) 

(b) 4- [4- (1, 4-2>fc K n - 1 -x h + ij ] 

-3- (4-7WD7x-;l/) -l-^;l/- 5 - (7x^7-bW?;) 

3- (4-7Wn7xx^) -l-7^;I/- 5 - (y *-)UT*?A>T I J ) 

tr 7'/-^2 5 0mg sc; tr u > o . 5 9 m i £tt<ty. f- u > 2 o m urn 

»U*»T. ^ddRIx^o. 3 9mUiTU 0 ^l. 5IPIi 

^D7F/77^-30g (^ffl^SE, ^*-fr> : Si^jL^;l/= 1 : l ~R$fct 
TvlO KTH«U ^MYb£^2 9 5m g (JR^ : 7 9%) £#fc„ 
1 H-NMR (CDC 1 3 ) 6 : 7. 41-7. 28 (m, 7H) , 7. 0 8 ( 
t, J = 8. 7Hz, 2H), 6. 74 (t, J = 2. 4Hz, 1 H) , 6. 6 
2 (s, 1H), 4. 84 (dt, J = 2. 9Hz, 8. 3Hz, 1 H) , 4. 
44 (q, J = 7. 1Hz, 2H), 4. 09 (dd, J = 2. 2Hz, 5. 1 
Hz, 1H), 3. 71 (s, 2H), 3. 66 (s, 3H), 1. 42 (t, 
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J=7. 1Hz, 3H) 

Mass, m/e : 4 6 1 (M + ) , 3 8 8 (b a s e) 
(c) 3- (4-7;l/tP7x-;V) - 1 -^;l/-s-7x^7t^7 5 J 
-4- (4-k 6 D^-;l/) t^Z-^OM 
5 4- [4- (1, 4-v>t b*u-l-JLh*i/ftJUtf—Jlst°<)yy-)l/) ] - 
3- (4-7Wn7x^jl/) -I-^tS^-s- (7x-;l/7tf;l/7U) tf 
^/-;U2 9 Omg.lttl 4 lmg|f*'J >1 5mH;:MUfc^ 1 7 0°C 

ict2. 5mmm^m^uc a »>"i^W7A^D7h^77^5o 

g (^ffi^, ^DD^~^oq^A:^;-;V=2 0 : 1) KTUSi 

10 U SBflS^tt 1 8 3 m g : 7 5 %) £#fc„ 

l H-NMR (CDC 1 3 ) 6 : 8. 7 8-8. 7 4 (m, 1H) , 8. 6 4- 
8. 63 (m, 1H), 8. 26-8. 10 (m, 1H), 7. 36 (s, 5H 
), 7. 31-7. 26 (m, 1 H) , 7. 0 2-6. 9 8 (m, 3H), 3. 
85 (s, 2H), 3. 74 (s, 3H), 1. 68 (bs, 1 H) 

15 Mass, m/e : 3 8 7 (M + ) , 9 1 (base) 

*M04 §tnm\z Us &rfcommn4 7 ~4 9 ut 0 

5- (2-^nP7x^;l/7-fcr^;U7$ /) -3- (4-7Wo7x-;k) - 

20 l-^;U-4- U-fU^-AO h°7V*~;l/ 

X H-NMR (CDCI3) 5 : 8. 9 0 (m, 1H) , 8. 7 9 (m, 1 H) 
, 7. 49-7. 3 8 (m, 2H), 7. 31-7. 28 (m, 4H), 7. 1 
3 (dd, J = 2. 4Hz, 5. 3Hz, 1 H) , 7. 00 (m, 2H) , 3. 
96 (s, 2H), 3. 81 (s, 3H), 1. 61 (b s, 1 H) 

25 Ma s s, m/e : 4 2 3 (M + +2> ,421 (M + ^ , 2 6 9 (b a s e) 

mm a 8 

l-yf;P-3-7x-^-5-7x^;l/7tf^7i / -4 - ( 4 - t° 'J rJ-'v' 
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1 H — NMR (CDC 1 3 ) 6 : 8. 7 6 (dd, J = l. 3 Hz, 5. 3 Hz, 
1H), 8. 64-8. 6 3 (m, 1H), 7. 35 (s, 5H), 7. 30 ( 
s, 5H), 7. 00 (dd, J=2. 4Hz, 5. 3Hz, 1 H) , 3. 84 
(s, 2H), 3. 75 (s, 3H), 1. 60 (bs, 1 H) 
5 Mass, m/e : 3 6 9 (M + ) , 9 1 (base) 

3- (4 uu7jl-jU) -5- (2-^DD7x-mf^7;;) -1- 
jr)l<-4- (4-t°'J^^^;l.) h°7V'-;l/ 
Hi* : 2 3 9. 5-2 4 1. 0°C 
10 1 H — NMR (DMSO-d 6 ) 5:10. 32 (s, 1H) , 9. 13 (dd, 
J = l. 1Hz, 5. 1Hz, 1H), 8. 9 8-8. 9 7 (m, 1 H) , 7. 
4 3-7. 2 7 (m, 9H), 3. 88 (s, 2H), 3. 75 (s, 3 H) 
Ma s s, m/e : 4 4 1 (M + +4) ,4 3 9 (M + +2) ,4 3 7 (M + ) , 
1 2 5 (b a s e) 

15 mmmso 

3- (4-7^D7i-;l/) - 1 -/3-)l-5- (N-^;l/-N-7x-;k7 
*W;y) -4- (4-t°<;^^) t °5v*-;u©^ 

7jc^fc^- h U V 6 0 % 5 *7JVjr^)UMffiM) 14mgOTHF5ml MM 
^(-wK^-T. 3- (4-7;M-D7^;i/) -l-^;i/- 5 -7x-;l/7-bf . 
20 ^7^-4- (4-fc°y^-^) k^^H 3 9m g©THF^5m 1 
3 0»lto ^(CTa^M^o. 0 2 2mUiTU 2 

^7 1- (mmfem, ? no^A : t$ J 10 0:1) iCTfS§gU ^ 
25 ®fb&$4 0 m g (JR2* : 2 8 %) £#/c 0 

1 H — NMR ( CDC 1 3 ) 5 : 9. 0 5 (dd, J = l. 3 Hz, 5. 4Hz 

, 1H), 8. 89 (dd, J = l. 3Hz, 2. 2Hz, 1 H) , 7. 41- 

7. 38 (m, 2H), 7. 2 4-7. 2 3 (m, 4H), 7. 10 (t, J = 
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8. 8Hz, 2H), 7. 01 (dd, J = 2. 6Hz, 5. 4Hz, 1H), 
6. 9 2-6. 9 0 (m, 1H), 3. 39 (s, 3H), 3. 37 (m, 2H 
) , 3. 2 5 (s, 3H) 

Mass, m/e : 401 (M + ) , 9 1 (b a s e) 

5 mmm 5 1 

3 (5) - (4-7;I/to7x-;i/) -5 (3) -*?jV-4- (4-t°>J^ 

(a) 1- (4-7Mn7z-;V)-l, 3 -7* Vv?* 
**fk*->UtfA (6 0%U7;l/t^^W) 12. 0g*^t>6 0 

10 ml TH F 1 3 0m 1 *b\\iLtz 0 T^^>#H^T> Sixf;V2 9 

. 3mKx^-^5Is4' -7Wo7t 1> 7 x 7 > 2 1 . 0 gx 
7- 1 8-^7 7>-6 (0. 8 6g)0l(:auiST*5O»Ucf 
^ 2B#»^S^b/c 0 1 0 9tf»fcl&BU 0 0ml ^in^. Six 

>^»T#M e B H U $SJgft£^2 5. 1 g (JR* : 9 3%) £#tc 0 
Sl5 : 4 6. 0-4 7. 4°C 

l H-NMR (CDC1,) 5:8. 0 0-7. 8 7 (m, 2H), 7. 16-7 
. 10 (m, 2H), 6. 13 (s, 2H), 2. 19 (s, 3 H) 
20 Mass, m/ e : 1 7 6 (M + , base) 

(b) 3 (5) - (4-7Mn7x-;P) -5 (3) t°? 7-7W©£ 

1 - (4-7WD7x^) — 1, 3-^>y*>iif»ttT;P5^6 3. 
0 g &2S£ bfco h K v P >— TKfttt 6 8ml ZffiT U iii: T 4 fffl 

i-^;l/-^+iJ">^T^U aGB-fb&ftl 7. 7 g OR* : 7 2%) 
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HU& : 1 1 0. 6-112. 1°C 

l H-NMR (CDC 1 3 ) 6 : 7. 6 8 (dd, J = 5. 5Hz, 8. 4Hz, 
2H), 7. 0 6 (m, 2H), 6. 2 9 (s, 1H), 2. 3 2 (s, 3H) 
Mass, m/e : 176 (M + , base) 
5 (c) 3- (4-7Wn7x-;l/) -1- (4-^ -5-/ 

zK^b^hu^A (6 o%$%7ji*-(jiumm i. ogo^ymM 

7 5 Omlic, 7j<^ 3(5)- (4 -7;M-n 7 x-^) -5 ( 

3) -^;l/h 0 5 7*-;M. 0 g © ^ ^ f 7 ^ FM 5 0 m 1 W I 

10 . 3 0^Uo*»^ 4-n^>Wn^K3. 3 9ml 

Tlfe> gfi»CT2WI«#U: 0 SiS^(l7j<7K^jD^, ^xf-^x-^WCT 

. 3 g Om : 9 5%) £#/c 0 
US : 7 1. 6-7 5. 9°C 
15 1 H-NMR (CDC 1 3 ) 6 : 7. 7 7-7. 7 3 (m, 2H), 7. 10-7 
. 0 3 (m, 4H) , 6. 8 6-6. 8 2 (m, 2H) , 6. 3 0 (s, 1 H) 
, 5. 25 (s, 2H), 3. 77 (s, 3H), 2. 21 (s, 3H) 
Mass, m/e:2 9 6 (M + ) , 12 1 (base) 
(d) 3- (4-7Md7x^;1/) -1- (4-^ -5-^ 
20 ^;l/-4- (4-h°V fit-;},) t'JV-JUO&ifr 

3- (4-7Mo7x-;b) -1- (4-/ h^yOPjU) -5-/=f-;l 

\zyv~ji^m^\ mmm46o (b) (oumtmrnzmLx, mm 

MM. •■ 1 7 3. 3-1 7 4. 4^0 
25 1 H — NMR (CDC 1 3 ) 5:9. 0 9 Cdd, j=l. 3hz, 5. 4h z , 1 H) 
, 9. 01 (dd, j-1. 3hz, 2. 6hz, 1 H) , 7. 3 7-7. 3 3 (m 
, 2H), 7. 2 3-7. 2 0 (m, 3H), 7. 02 (t, j=8. 6hz, 2h 
), 6. 90 (d, j=8. 6hz, 2h) , 5. 34 (s, 2H), 3. 80 (s 
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, 3H) , 2. 2 9 (s, 3H) 
Mass, m/e : 374 (M + ) , 1 2 1 ( b a s e ) 
(e) 3 (5) - (4-7MD7x-;l/) -5 (3) -t*f-)V-4- (4-t° 

5 3- (4-7Mn7x-;V) -1- (4-^ h^XVSW -5-y^;l/ 
-4- (4-t°U ^v>~;lO t°77*-;H 5 5mg07on^M7mll^ 
7-V-;K). lmK h 'j7Moy^>m>tlm 1 ^X.. $tfS+6 

5 °c^t 6 b#bji# u^o sjr^jft^^mrTK-cffSi u * d □ ma-cmm 

io c (£H$& ;oo*w : > *y -;w= 5 0:1) KTfimu m-fb^tf 

2 9mg Om : 2 8%) £#fc 0 
BUS: 1 9 2. 1-2 0 0. 8°C 

X H-NMR (CDC 1 3 ) 5:9. 16-9. 0 0 (m, 2H) , 7. 5 8-6. 
8 9 (m, 5H) , 2. 4 2 (s, 3H) 
15 Mass, m/e : 2 54 (M + , base) 

mmm 1 Rvmrnm 2 <t uc, &t©^»j 52-62 ©<b^*^ 

M5 2 

20 3 (5) - (3 -7*p^7x^) -4- (4-try^5>-;l/) k°7V*-;l/ 
Kj£ : 2 0 6. 5-2 1 1. 0°C 

J H-NMR (DMSO — d 6 ) 6 : 9. 14 (s, 1 H) , 9. 07 (d, J = 
5. 4Hz, 1H), 8. 41, 8. 0 8 (s, 1 H) , 7. 70-7. 55 (m, 
2H) , 7. 5 5-7. 3 0 (m, 3H) 
25 Mass, m/e : 3 0 0 (M + ) ,14 0 (base) 
WJ5 3 

3- (3-7*Dt7x-;k) -l-y^;b-4- (4 - hTU t'7y- 
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1 H — NMR (CDC 1 3 ) 6 : 9. 16-9. 1 3 <m, 1H) , 9. 0 4 (d, 
J = 5. 5Hz, 1H), 7. 72 (s, 1H), 7. 6 9 (t, J = l. 7H 
z, 1H), 7. 55-7. 51 (m, 1H), 7. 31-7. 21 (m, 3H), 
4. 0 3 (s, 3H) 

Mass, m/e : 3 14 (M + , base) 

mmm 5 4 

3 (5) - (3-^od7x^) -4- (4-h°i;^v?^.;l/) t^V*-^ 
Mj& : 2 0 7-2 0 9°C 

1 H — NMR (DMSO-d 6 ) 5:13. 5 (b s, 1 H) , 9. 14 (dd, 
J = l. 2Hz, 2. 5Hz, 1H), 9. 08 (dd, J = l. 2Hz, 5. 
4Hz, 1H), 8. 42 (bs, 0. 8H), 8. 09 (bs, 0. 2H), 
7. 7 0-7. 2 0 (m, 5H) 
Mass, m/ e : 2 5 6 (M + , base) 

mmm 5 5 

3- (3-^nD7x^) -i_^ ;l/ _4_ (4-h°U^-;U) h°5v*- 

*H-NMR (CDC 1 3 ) 6 : 9. 1 5 (d d, J = l. 3 Hz, 2. 5 Hz, 
1H), 9. 05 (dd, J = l. 3Hz, 5. 4Hz, 1 H) , 7. 73 (s, 
1H), 7. 52 (m, 1H), 7. 4 0-7. 2 0 (m, 4H), 4. 04 (s, 
3H) 

Mass, m/ e : 2 7 0 (M + , base) 

3 (5) - (3-^ao-4-7Wn7i-;l/) -4- (4 - h°D ?V>—)\/) 
ftjft : 2 1 1. 5-2 12. 5°C 

'H-NMR (DMSO-d 6 ) 6 : 1 3. 6 (bs, 1H), 9. 17 (dd, 
J = l. 0Hz, 2. 4Hz, 1H), 9. 08 (m, 1 H) , 8. 43, (s, 
0. 7H), 8. 10 (bs, 0. 3H), 7. 8 0-7. 3 0 (m, 4H) 
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Mass, m/ e : 2 7 4 (M + , base) 
HM5 7 

3- (3-^o-4-7;vtD7i-;l/) -l-^;u-4- (4-k e U^v> 

5 m* : 1 6 2. 5-1 6 3. 5°C 

: H — NMR (DMSO — d 6 ) 6 : 9. 13 (dd, J = l. 3Hz, 2. 5H 
z, 1H), 9. 09 (dd, J = l. 3Hz, 5. 6 Hz, 1H), 8. 36(s, 
1H), 7. 60 (dd, J=2. 3Hz, 7. 3Hz, 1H), 7. 44 (m, 
2H) , 7. 3 6 (m, 1 H) , 3. 9 5 (s, 3H) 
10 Mass, m/e : 2 8 8 (M\ base) 

mmms 8 

3- (4-7;M-n7x-;lO - 1 -•/d/n°;^>-4 - (4-b°»J^^;lO 

It£ : 1 0 3. 6-1 0 7. 4°C 
15 1 H — NMR (CDC 1 s ) 8 : 9. 3 0-9. 0 0 (m, 2H) , 7. 9 9 (s, 
1H), 7. 7 0 -6. 9 0 (m, 5H), 5- 04 (d, J=2. 6Hz, 2 
H) , 2. 6 2 (t, J -2. 6Hz, 1 H) 
Mass, m/ e : 2 7 8 (M + , base) 
«#I5 9 

20 3 (5 ) - [5- (2.-^ h*vt°'J^) ] -4- (4 - t°'J W-fr) 
y*-;l/ 

: 1 78. 5-1 8 0°C 
iH-NMR (DM S 0 — d 6 ) 5:13. 60 (bs, 0. 3H), 13. 50 
(bs, 0. 7H), 9. 18 (m, 1 H) , 9. 07 (m, 1H), 8. 44 

25 (d, J = l. 5Hz, 0. 7H), 8. 28 (d, J = 2. 0Hz, 0. 3H), 
8. 21 (d, J = 2. 4Hz, 0. 7H), 8. 11 (d, J = l. 5Hz, 
0. 3H), 7. 76 (dd, J = 2. 0Hz, 8. 5Hz, 0. 3H), 7. 
73 (dd, J = 2. 4Hz, 8. 6Hz, 0. 7H), 7. .5 0 (dd, J = 
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2. 4Hz, 5. 4Hz, 0. 3H), 7. 45 (dd, J = 2. 4Hz, 5. 
4Hz, 0. 7H), 6. 9 6(d, J = 8. 5Hz, 0. 3H), 6. 88(d, 
J = 8. 6Hz, 0. 7H), 3. 92 (s, 0. 9H), 3. 89 (s, 2. 
1H) 

Mass, m/e : 2 5 3 (M\ base) 

mmm6 o 

3- [5- (2-/ h*i/h e y^;iO ] -1-^^-4- (4 - f'J **S?-;lO 
MM : 119 — 121 °C 

'H-NMR (DMSO-d 6 ) 6:9. 1 2 (dd, J = l. 3 Hz, 2. 5H 
z, 1H), 9. 08 (dd, J = l. 3Hz, 5. 4Hz, 1 H) , 8. 37 
(s, 1H), 8. 18 (dd, J = 0. 6Hz, 2. 2Hz, 1H), 7. 7 

0 (dd, J = 2. 2Hz, 8. 6Hz, 1H), 7. 43 (dd, J=2. 5 

Hz, 5. 4Hz, 1H), 6. 87 (d d, J = 0. 6Hz, 8. 6Hz, 1 

H) , 3. 9 5 (s, 3H) , 3. 8 9 (s, 3H) 

Mass, m/ e : 2 6 7 (M + , base) 

I»J6 1 

3 (5) - (3 - h U yjV^ra/ F+->7x^) -4- (4 - t°U ^^-;U) 
116 : 1 5 6. 0-1 5 9. 5°C 

^"NMR (CDC 1,) 6 : 9. 18 (dd, J = l. 3 Hz, 2. 6 Hz, 
1H), 9. 08 (dd, J = l. 3Hz, 5. 5Hz, 1H), 7. 95 (s, 
1H), 7. 47 (t, J=8. OHz, 1H), 7. 3 7-7. 3 2 (m, 4 
H) 

Mass, m/e: 306 (M + , base) 
l»J6 2 

l-^f-^-4- (4-t°y^-;io -3- (3- h iJ7;l/tD^ ^y 7 x 
^.;i/) t°vV-;l/ 
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: H-NMR (CD C 1 s ) 6 : 9. 1 5 (dd, J = l. 3Hz, 2. 4Hz, 
1H), 9. 08-9. 03 (m, 1H), 7. 73 (s, 1 H) , 7. 45- 

7. 2 3 (m, 5H) , 4. 04 (s, 3H) 
Mass, m/ e : 3 2 0 (M + , base) 

5 

mnm 5 1 1 mm^ lt> ^t©»^j 6 3-6 4 ©^»£jz£u/c 0 

«$I6 3 

3 (5) ->^nynt>-5 (3) - (4-7Md7x^) -4- (4- 

10 gfej^ : 2 0 8. 5-2 0 9. 5°C 

^-NMR (CDC1 S ) 5:9. 1 9 (d d, J = l. 4Hz, 2. 2Hz, 
1H), 9. 10 (dd, J = l. 1Hz, 5. 1Hz, 1H), 7. 38 (d 
d, J = 2. 2Hz, 5. 3Hz, 1 H) , 7. 32 (dd, J = 5. 3Hz, 

8. 5Hz, 2H), 7. 06 (t, J=8. 5Hz, 2H), 1. 95-1. 
15 91 (m, 1H), 1. 67 (bs, 1H), 1. 0 7-1. 0 2 (m, 2H), 

0. 9 0-0. 8 6 (m, 2H) 

Mass, m/ e : 2 8 0 (M + , base) 

3 (5) -x.f-jV-5 (3) - (4-7Mn7x-^) -4- (4-t°'J^>> 
20 ^-;l/) k°7 7*-;l' 

M : 1 7 2. 2-1 7 3. 3°C 

'H-NMR (CDC 1 3 ) 6 : 9. 19 (dd, J = 1 . 3Hz, 5. 3Hz, 
1H), 9. 05 (dd, J = l. 3Hz, 2. 4Hz, 1H), 7. 33-7. 
25 (m, 4H), 7. 05 (t, J=8. 6Hz, 2H), 2. 80 (q, J 
25 =7. 7Hz, 2H), 1. 30 (t, J = 7. 7Hz, 3H) 
Mass, m/ e : 2 6 8 (M + , base) 
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mm\A : mi 
mm-. 
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1. 5$ 



R 1 




( I ) 



io r 1 tt#aasc^ /Noyvjgf^ tKn^>l, fitt7;W3+S/^ 7$y«. 
75;vw$/i, ffi»7;v+^7 5/a^ sM^7;MM'7 5y*Xttffifc 
7;^;^f-^^t> U 

TfcJ;^tt7;M^«£^bU 
15 R 3 liHT©i)~vii)©^-rti^©*^»U 
i) zkitlfi 1 

iii) -CH(OH)-CH(R 4 )-(A) n -Y 

iv) -CH=C(R 4 )-(A) n -Y 
20 . v) -CH 2 -CH(R 4 )-(A) n -Y 

vi) -N(R 4 )-CO-(A) n -Y 

vii) »^d7;W1 
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fr*jm&tbb u n ti o i 

h'J7;vtoyf;H, h'J7Wn^ h^->ISWf U>-^->l 
ZMlftlZ 1-3 {i©fi^TS^$ nwtU^7x Xtt t° U i? 

10 3. Q^4-7;^n7^^l/^gt>-rW*©|Effllll^lB®©fc 0 U^^ 
iBUS© t° y t°5 4 /-*Bi$ftXtt*©*&o 

15 »-rn^©igaii l^iam© t° y ^s^i/tr? v-jmmfcxitzcDM,, 

6. R 3 ^tKJRS^***)^^ Xii5$iii) -^i)©tvf*ifr©26£&fcu 

t»j;i>7xiM*$fcu R 4 (*7jc^^^t) u n « i &mt>-?m Rcomm 
m i mmmo e y tr* y-^n^xtt-eofc 

20 7. II*©»^1 ~6^©^-rtL^{Cffif4©^ ( I ) ©try ^-yt/fv 1 / 

8 . 8^©|STO 1 ~ 6 m<D \> ^fifrfcER© b° y t°5 y*-;t/8f#f£ 

9. »*©IEBB*l-'6^©^'fn^CEBtt©S (I) © try y>^;UkW 
25 -;l/fl^Xtt*©ig*Wa^<fc UT^Wt"5Cli*#^it-Sp 3 8 MAP 

i o. w*©feffl*i~6S©^-rn^ia«©s; (i) ©try^s>-;n?5 
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£Xtti/9u**i/Vi—' tf I IWJollio 

11. mmwzzm*- a sm ^^-D^+>-i«i ^>*-n 

JSA"3HR«5iSW. USA, r> ^JfiLttW^ 

iftKtfcWIfefex SfclfiU& «V7'J7, ^^(restenosis), Jffjfe, 
I'JfvKf^ Jl&Se. #!RJKSf(bom resorption disease), iiffiffi 
10 i&GEsE&lH ( chronic pulmonary inf lamination disease K 'ij^MW^W, 

wwmmm, m, wmm, mm, mm^mm&m, m*?, 

mm, bin, wmm, mm^, umt> m&mzM&, &mtm&, 

mmk, Wm&{ muscle degeneration K «ff^> MJHifc. IW&Kt&i&s 

15 tk&mz, mmm, mm&fflwm, immmmmm 1 b 

S).#ttlg|fe s ^^^ttfei:^ms«sM^SMOE^(remission 
of swelling). "HlW^ ffitiffiXteT h V-&&M£.H*> 

12. n*©|gH^i~6^©^i j! ti^cE^£D^ (i) ©fcryy^-^tr^y 

1 3 . ®«m?EH^- « HM, - n-f * v - 1 H&S&U >f - o 
■i * >- 6 * n#*$/ If I I mM^B0^XimW:(Dfz 
&©ff;£©fSa^ 1 ~6S©l^ti^C£iJ©55 ( I ) © b° >J ^$>-;Hf5 7- 

25 14. ft*©|gH^l ~6^©tv$"ftfrKE«0:£ ( I ) © tf U V 
-;PSt^#:Xte^©^£t hXBflb©Pil3yS&ifefcS:^"r5c:t^6ttSfc hXte 
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